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1 . I, David Horrobin, am a citizen of Great Britain and I reside in Stirling. Scotland, 
United Kingdom. 

2 I am one of the co-inventors in the above-referenced U.S. patent application Serial 
No. 09/615,736. 

in the fields of psychiatry and of nutrition. 

4 I am familiar with the above-referenced U.S. patent application Seri^ No. 

0^ W36 the Office action maUed November 23 . 2001, and reference^ c^d by 

^7Exinin;r.^Inpartioularj3mf^^^^^^ 

'097), E? 0198804 (EP '804), and WO 99/03482 (WO 482). 

s I have carefully examined the disclosures of the cited references. The references 

n^Lly rovLic f^ulations for nutritional purposes which mclude. <i«P«ndmg on 
I STgWe^ d sclos^e, all or mc^of the known nutrients which are essential Essential 

Acs, n ^tt^aclds EFAs) folic acid, vitamin B 12 and pyridoxine are included m the 
"^^^ Stti n^^^^^^^ the;e is any specific virme in --^"^ 
— nSents They are included merely because they all happen to be essential 

nu^Sts id so must be included in any formulation which purports to have a general 
nuStionrfunction in any field of human nutrition or medicme^ ^'^'^'fl^'^^' 
L^pection of these references reveals that there is nothmg which draws particul^ 
IttLion to the unexpected synergism and therapeutic mteractions which I and my 
co-inventor have noted between the EF As on the one hand and the 
hom^^tS^^^^^ agents on the other. In order to draw a clear and exploit 
distinction between the cited prior material and the new invention, we have now 
exduded from the claimed formulations agents that will matenaUy chaige the 
formulations by use of the transitional phrase "consisung essentially of . 

6 The combination of at least one EFA and at least one homocysteine-lowering agent in 
the absence of significant amounts of otiier micro-nutnents provides unejcpecte^ 
ly^eSsSc resuirAs evidence of the unexpected synergistic results, I have attached 
herewith two journal articles that provide conclusive evidence. 



o 



. The first arfcle by Demch « «/. - "?SrS^3?S^XS^",°^Uh' Oil 

Women Reduced by Dietary Supplements of Oroega-3 Fur A ana 012 i. 

_ .^ t^ i„v <i„r) uteh«o/. (2000) Nutrition ReseaicB 
^ksfez'^ 63f ^^^^^^ if D^utS I ^scloLs J results of a ^-dy on the^^^^^^^^^ 
fish ofa!oS or fish oil plus vitamin - relieving menstrual chs«)mfort. F«h 

oil conta.ns the essenti^^a^ ^£17^^^^^^^^^^ nu.be. 

docosahexacnoic ^il alone, neither reduction 

of symptoms and the pain w®^e^«*f ^^en Bio was added to the fish oil, 

achieved statistical significance. In contrast, wnen 012 w« 

hnth the reduction in number of symptoms (p=0.0024) and tiie reduction m pam 

?^?f5"ed.S^signifS 2 also shows the erfianced sym^^^^ 

^Ja^hieved by admUustering EPA and DHA with vitamm Bl2^;°«^P«^^^ 

to EPA and DHA alone. Thus. Deutch I evidences tiiat EPA and DHA (which 

2e bolhlFAsYwhen combined with vitamin B12 (a homocysteine-low«,ng 

Snt) together provide a synergistic biological response that is greater than 

response of each alone and the sum thereof. 

b. The second article by Deutch et al. is entitied "N^ PUFA Fis^^^^^^^^^^^ Oil 
Reduce Atherogenic Risk Indications in Damsh Women . See Deutcn er a/. 
SomNSof Research 20(8): 1065-1077 (Deutch U). An elevated blood 
Sgwi"^^ a well-known and well-established ^i^k factor -th regard to 

development of many types 0^-^-— f n fiS^ H^^^^^^ 
the combination of EPA and DHA (which are EFAs found in fish ^f^^" 
^nSnS^th vitamin B 12 (a homocysteine lowering agent) lower tnglycende 
l^dst a synergistic manner. Specifically, Table 6 shows tiiat fish oil alone 
lowered Sceride levels from 1.07 to 0.97 mmol/1 after 3 weeks, which is a 
nrsSuSt change. In contrast, the combination offish oil and vitamm B12 
lowered triglyceride levels from 1.09 to 0.79 mmol/1, which is a highly sigmficant 
c^e (pio 001). Thus, Deutch H evidences tiiat tiie combmauon of EPA a^ 
D^ when co-administered with tiie homocysteine-lowenng agent, vitamm B12, 
provide synergistic results in reducing tiie risk of cardiovascular disease. 

Contrary to the Examiner's assertion in tiic Office Action mailed November 23 2001 
E?Shown to be effective in metiiods for treating and P~g tiie pl^^^^^^^ 
d'se^es encompassed in tiie claims of U.S. patent application Senal ^^-^l^^^' 
Baskally tiiese metiiod claims are based on the fact diat homocysteine wi 1 destroy 
Sv EFA^^^^^^ its oxidation. Thus homocysteine will impair die therapeutic 

7s^r^ toTe adminLration of any EFA or combination of EFAs. Conversely, as 
Deutch I and U demonstrate, co-administering a l^^°^<>cysteme-lowenng ag^^^ 
togetiier witii tiie EFAs will enhance tiie tiierapeutic response to the EFAs. Thus, tiie 
vSs diseases and disorders in which EFAs have ^^^^"^ 
be treated by tiie metiiods as claimed. There are numerous granted United btat^s 
mtents, many of which I am an inventor, and numerous publications, which cover 
^Is^of tiie diseases recited in tiie claims. The following list P^^^^^es some spec fic 
Scamples of the tiierapeutic usefulness of EFAs in tiie disorders recited m tiie claims 
dependent on claim 16: 

a. Cardiovascular diseases. The etiiyl ester of EPA is an officially approved 



• ^ «v,«rmaceutical in Japan for the treatment of peripheral vascular 
prescnption pharmaceutical m of EFAs in reducing the risk of 

disease and triglyceride lowenng. -^e value f^l^" 5^^^^ gp^ ^nd DHA 
cardiovascular disease is shown by Df;^f °^ 9^^' ^^^^^ 
are weU known for their desirable actions in reducing °' T~^^ ^ 

Uukotrienes and Essential Fatty Acids. 1995. 53.385-96. 
, Diabetes. GLA. alone or in combination wi^ other EFAs is a^^^^^ 

fo^tbe treatment of diabetic complications (U.S. Patent No. 4.826,877). 
. Psychiatric diseases and disorders. EPA is effective in the treattnent of depression 

lT%'^2,lf^'^^e d'^A '^oni or^'mUbination with oth^ EFAs effective 
Ilthe^r^entof dyslex^^ P-t^"*No. 6.184.251). 

1 Neurological diseases and disorders. EPAandGLA and other EFAs are effective 
' Srl^latment of Huntington's disease, memory f ^^^^^^^^ 
dyspraxia dementia and other neurologicd disorders (e g. the U.S. patents 
under c above, together with U.S. Patent No. 5,837,73 1). 
P Kidncv disease GLA and other EFAs are effective in the treatment of diabetic 
&d^y <tise^e (e^ U.S. Patent No. 4,826,877). EPA and DHA are effective in 
Se^eaSof nephropathy. See Donadio Jr. et al A Randomized Trial of 
Sr^So^e Compared Jvith Low-Dose Omega-S Fatty Acids m Severe IgA 
Nefhropathy. J. Am. See Nephrol. 2001. 12:791-799; see ako Schmite .i al 
^^rophylS^ of Hemodia^^^^^ Graft Thrombosis with Fish Oil. J. Am. Soc 
Nephrology. 2002. 13:184-190; Sunset al. 

f Inflammatory and immunological disorders. These disorders are known to share 
* manv common mechanisms whether they involve smooth muscle, tiie 
groJtS tract, the lungs orthejomj. DeutcM 

effective in relieving menstrual pain which is a well-known mflammatory leaction 
commonly relieved by the use of standard anti-inflammatory drugs such as 
LpZ°tdomethacin or ibuprofen. ' Other examples from a very arge literature 
dealing with the benefits of GLA, EPA and other EFAs m ^on^oUmg 
inflammatory and immunological disorders are as follows: C^^er^ a/. 
?ol^aturated Fatty Acids and Rheumatoid Arthritis. Curr. Op. Clin. Nutr. 
Metabolic Care. 2001. 4:115-121- 

g Eye diseases and hearing disorders. DHA and other EFAs are f ective^J,?' 
treatment of macular degeneration and i«tinitis pigmentosa as ^^^^^n^y J\ 

following publications: Cho al. ^^^sv^^^]- ^3^,^^ 

of Age-Related macular degeneration. Am. J. Clm. Nutr. 2001. 73.209-18^Birch 

et a/ 1 Randomized Controlled Trial of Long-Chain Polyunsaturated Fatty Acid 



Supplementation of Fom,ula in Term Inftn.. Afler Weanmg at 6 «k of Age. An, 
I Nutt 2002 75:570-80; Bazan. The Mcubolism of Omega-3 
Po?:J;S«a,^tedVat; Acids in Ae Eye. Ocular Effect, of P^^aglandn.^ and 
Other Eicosaxioids. 1989. 95-1 12. 

h Obesity. Efficacy of treating obesity is evidenced by Mori f^ f^^J^^^"" ' 
^UtloT Component of a Weight-loss Diet Am. J. Clm. Nutr. 1999. 70.817-25. 

• oo«„»r FP A is effective in the treatment of cancer cachexia (e.g. U.S. Patent No. 
"^TsiUOy^^^^^ i» peer-reviewed merature demonstrate 

±^r6LA DGlA, EPA and other EFAs are effective In kiUmg canc«sr cells 
Slectivdi (e g Begin ME, Ells G. Horrobin DF. Polyunsaturated fatty 
acfdrdi^^ed fytotol^^^^ against tumour cells and its relationship to hpd 
Slx.xSot ^Nat'l Can^Instit. 1988. 80:188-194) 

8 No undue experimentation is required for treating other disea^s ^^^i^^^^-s no^^ 
listed in #7 above according to the present invention as ^^1^; .^^ ^^'^^^^^^^^^ 
know that a particular condition may respond to one or other EE A, smce then tlie 
resoonse will be enhanced by combining that EFA with one or more 

horocyst"rro^^^ age^. One need only conduct routine _g ^d testmg 
by meSs know in S^rart to anyone involved in the treatment of patients. 

Q Thus in mv ooinion, the unexpected and superior results and responses which are 
JesTriiedTn Se'at-t specification can be obtained by applying the mformat^on 
provided in that specification. 

I here^y'SSTku statements made herein of my own knowledge are tm^ and Aat^^^ 
sutemejSmade on information and belief are beheved to be true; and further that 
S"r^eS were made with the knowledge that wiUft^l false statemj^^^^^ and the 
like so made are punishable by fme or imprisonment, or both, under Section 1 001 ot 
Thk 1 8 of the United States Code and that such willful false statements may 
jeopardize the validity of the appUcation or any patents issumg thereon. 

EXECUTED at "^M^ .^^ this 2^ day of 2002, 
by ^71L^\>.- ^ 
David F. Horrobin. MA, DPhil, BM, BCh 
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